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DETAILED ACTION 



Claims 1-24 are pending in this application and were examined on their merits. 



Specification 



The use of the trademarks Bodipy and Costar has been noted in this application. 
It should be capitalized wherever they appear and be accompanied by the generic 
terminology. Although the use of trademarks is permissible in patent applications, the 
proprietary nature of the marks should be respected and every effort made to prevent 
their use in any manner that might adversely affect their validity as trademarks. 

Double Patenting 



A rejection based on double patenting of the "same invention" type finds its 
support in the language of 35 U.S.C. 101, which states "whoever invents or discovers 
any new and useful process ... may obtain a patent therefor ..." (Emphasis added). 
Thus, the term "same invention," in this context, means an invention drawn to identical 
subject matter. See Miller v. Eagle Mfg. Co., 151 U.S. 186 (1894); In re Ockert, 245 
F.2d 467, 114 USPQ 330 (CCPA 1957); and In re Vogel, 422 F.2d 438, 164 USPQ 619 
(CCPA 1970). 
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A statutory type (35 U.S.C. 101) double patenting rejection can be overcome by 
canceling or amending the conflicting claims so they are no longer coextensive in 
scope. The filing of a terminal disclaimer cannot overcome a double patenting rejection 
based upon 35 U.S.C. 101. 

Claims 1-14, 22, 23 and 24 are provisionally rejected under 35 U.S.C. 101 as 
claiming the same invention as that of claims 1-11, 28, 37, 63 and 64 of copending 
Application No. 10/865,893. This is a provisional double patenting rejection since the 
conflicting claims have not in fact been patented. 

Claims 15-21 are provisionally rejected on the ground of nonstatutory 
obviousness-type double patenting as being unpatentable over claims 29, 32, 34, 35, 37 
and 38 of copending Application No. 10/865,893. Although the conflicting claims are 
not identical, they are not patentably distinct from each other; the claims of 758 
'anticipate' Instant claims 15-21 due to the fact that they teach every limitation of Instant 
claims 15-21. 

This is a provisional obviousness-type double patenting rejection because the 
conflicting claims have not in fact been patented. 
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Claim Objections 

Claim 1 1 is objected to because of the following informalities: The word "be" in 
line 2 of the claim should be deleted for purposes of clarity if Applicant intended the 
phrase to read, "...bound to the target group". Appropriate correction is required. 

Claim Rejections - 35 USC §112 

The following is a quotation of the first paragraph of 35 U.S.C. 112: 

The specification shall contain a written description of the invention, and of the manner and process of 
making and using it, in such full, clear, concise, and exact terms as to enable any person skilled in the 
art to which it pertains, or with which it is most nearly connected, to make and use the same and shall 
set forth the best mode contemplated by the inventor of carrying out his invention. 

Claims 1-14, 19 and 22-24 are rejected under 35 U.S.C. 112, first paragraph, 
because the specification, while being enabling for kinases, phosphatases and 
proteases, does not reasonably provide enablement for all possible enzymes. The 
specification does not enable any person skilled in the art to which it pertains, or with 
which it is most nearly connected, to make and use the invention commensurate in 
scope with these claims. There is no guidance or direction presented to direct one to 
determine which enzymes would work in the broadly claimed invention, which is a 
complex and unpredictable art. Therefore because of the large number of inoperable 
embodiments claimed, the ordinary artisan would be subjected to undue 
experimentation to practice the claimed invention. 
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For example, the claimed term "enzyme" encompasses such proteins with 
diverse activities such as ligases, oxidoreductases, polymerases, lyases and 
isomerases just to name a few. Nowhere in the instant disclosure, or in any example, is 
it taught or suggested the use of other enzymes beyond those that fall in the above 
classes. One skilled in the art would be subjected to needless experimentation in trying 
to adapt the claimed invention to any enzyme beyond those taught in the instant 
specification, due to the disparate catalytic activities and functions of enzymes beyond 
the scope taught by the Applicant. It is therefore deemed that the specification does not 
enable any person skilled in the art to which it pertains, or with which it is most nearly 
connected, to make and use the invention commensurate in scope with these claims. 

The following is a quotation of the second paragraph of 35 U.S.C. 112: 

The specification shall conclude with one or more claims particularly pointing out and distinctly 
claiming the subject matter which the applicant regards as his invention. 

Claims 19-21 are rejected under 35 U.S.C. 1 12, second paragraph, as being 
indefinite for failing to particularly point out and distinctly claim the subject matter which 
applicant regards as the invention. Claims 19-22 recite the limitation "endproduct" in 
line 1 of the claims. There is insufficient antecedent basis for this limitation in the claim. 
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Claim Rejections - 35 USC § 102 

The following is a quotation of the appropriate paragraphs of 35 U.S.C. 102 that 
form the basis for the rejections under this section made in this Office action: 

A person shall be entitled to a patent unless - 

(e) the invention was described in (1) an application for patent, published under section 122(b), by 
another filed in the United States before the invention by the applicant for patent or (2) a patent 
granted on an application for patent by another filed in the United States before the invention by the 
applicant for patent, except that an international application filed under the treaty defined in section 
351(a) shall have the effects for purposes of this subsection of an application filed in the United States 
only if the international application designated the United States and was published under Article 21(2) 
of such treaty in the English language. 

Claims 1,2, 4-6, 8, 9, 11-13 are rejected under 35 U.S.C. 102(e) as being 
anticipated by Nikiforov (US 6,699,655 B2) as evidenced by Cox etal. (US 
5,034,189)*). 

Nikiforov teaches a composition comprising a fluorescently labeled kinase 
substrate, and a phosphate donor, and a binding component comprising multivalent 
(paramagnetic) metal ions (selected from the group consisting of Fe 3+ , Ca 2+ , Ni 2 \ and 
Zn 2+ ) chelated to the binding component which binds to a fluorescently labeled 
phosphorylated product and induces a shift in the polarized fluorescence emitted from 
the mixture, the level of polarized fluorescence being indicative of an amount of 
fluorescently labeled phosphorylated product being formed by the kinase reaction 
(Column 29, Claims 1, 3, 4 and 6-9). 
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It is inherent in the method of Nikiforov that the multivalent metal ions would bind 
the phosphoryl group, as Nikiforov teaches they have significant binding affinity for 
phosphorylated substrates (Column 13, Lines 54-62) and that the binding of multivalent 
(paramagnetic) metal ions to a fluorescently labeled phosphorylated product will quench 
the fluorescence as evidenced by Cox et al. (US 5,034,189)* Column 13, Lines 66-68 
and Column 14, Lines 1-4. 

Claims 1,2, 4-6, 8, 9 and 11-13 are rejected under 35 U.S.C. 102(e) as being 
anticipated by Nikiforov (US 6,472,141 B2) as evidenced by Cox et al, (US 
5,034,189)*). 

Nikiforov teaches a composition comprising a fluorescently labeled kinase 
substrate, and a phosphate donor, a product resulting from the kinase enzyme reacting 
with the kinase substrate and phosphate donor, and a binding component comprising 
multivalent (paramagnetic) metal ions (selected from the group consisting of Fe 3+ , Ca 2+ , 
Ni 2+ , and Zn 2+ ) chelated to the binding component which binds to a fluorescently labeled 
phosphorylated product and induces a shift in the polarized fluorescence emitted from 
the mixture, the level of polarized fluorescence being indicative of an amount of 
fluorescently labeled phosphorylated product being formed by the kinase reaction 
(Column 38, Claims 18, 21 and 22). 



Application/Control Number: 10/517,758 Page 8 

Art Unit: 1655 

It is inherent in the method of Nikiforov that the multivalent metal ions would bind 
the phosphoryl group, as Nikiforov teaches they have significant binding affinity for 
phosphorylated substrates (Column 14, Lines 44-50) and that the binding of multivalent 
(paramagnetic) metal ions to a fluorescently labeled phosphorylated product will quench 
the fluorescence as evidenced by Cox et a/. (US 5,034,189)* Column 13, Lines 66-68 
and Column 14, Lines 1-4. 

* This reference is being cited to rely an inherent property of the composition 
and is not used in the basis for rejection perse. 

Claim Rejections - 35 USC § 103 

The following is a quotation of 35 U.S.C. 103(a) which forms the basis for all 
obviousness rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or described as set 
forth in section 102 of this title, if the differences between the subject matter sought to be patented and 
the prior art are such that the subject matter as a whole would have been obvious at the time the 
invention was made to a person having ordinary skill in the art to which said subject matter pertains. 
Patentability shall not be negatived by the manner in which the invention was made. 

Claims 1-24 are rejected under 35 U.S.C. 103(a) as being unpatentable over 
Nikiforov (US 6,472,141 B2) as evidenced by Cox et a/. (US 5,034,189)*). 



The teachings of Nikiforov were discussed above. 
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Nikiforov does not teach a method wherein the target group is an imidazole, 
wherein the enzyme is a phosphatase, wherein the observed fluorescence from the 
mixture is related to that of an external reference wherein a differential fluorescent 
signal, if any, between the two is indicative of the final state of the fluorophore labeled 
substrate population after enzymatic reaction and in turn an indicator of enzymatic 
activity. 

Nikiforov does not teach a kit comprising a paramagnetic metal ion and 
instructions for use of the kit and including a synthetic calibrator. 

Nikiforov suggests the use of the method with phosphatase enzymes and the 
comparison of the observed fluorescence to an external reference control wherein a 
differential fluorescent signal, if any, between the two is indicative of the final state of 
the fluorophore labeled substrate population after enzymatic reaction and in turn an 
indicator of enzymatic activity (Column 27, Lines 28-45 and Fig. 19). 

Nikiforov teaches a kit for carrying out the method comprising reagents (labeled 
substrate and polyionic compound) and instructions for use (Column 25, Lines 9-26). 
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It would have been obvious to one of ordinary skill in the art to modify the method 
of Nikiforov to include the use of imidizole as a target group because Nikiforov teaches 
that paramagnetic metal ions have strong affinities for nitrogen groups, imidazole being 
composed of 3 carbons, 4 hydrogens and 2 nitrogens, therefore the use of imidazole 
would have been an obvious variant of the phosphorylated target group because 
paramagnetic ions are strongly attracted to both targets. It would have been obvious to 
one of ordinary skill in the art to compare the observed fluorescence to an external 
reference control wherein a differential fluorescent signal, if any, between the two is 
indicative of the final state of the fluorophore labeled substrate population after 
enzymatic reaction and in turn an indicator of enzymatic activity because this would 
allow one to verify that a reaction was in fact taking place and to observe the rate and 
final change in fluorescence over time between a control and experimental assay. It 
would have further been obvious to compile a kit containing the necessary reaction 
components and a synthetic calibrator as a more reliable means of establishing a 
reference. Synthetic calibrators could be manufactured with a high degree of accuracy 
and reliability and would ensure consistent results over many uses and between 
individual kits. One of ordinary skill in the art would have been motivated to make these 
adaptations in order to be assured of the highest degree of accuracy in the experiment 
as well as improve the speed and efficiency with which it was carried out. There would 
have been a reasonable expectation of success because Nikiforov teaches or suggests 
all of the above adaptations and those not specifically taught would have been obvious 
to one of skill in the art as reasoned above. 
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The prior art made of record and not relied upon is considered pertinent to 
applicant's disclosure: 

Nikiforov (US 6,689,565 B2) teaches a kit containing paramagnetic metal ions 
and instructions for use. 

From the teachings of the references, it is apparent that one of ordinary skill in 
the art would have had a reasonable expectation of success in producing the claimed 
invention. Therefore, the invention as a whole is prima facie obvious to one with 
ordinary skill in the art at the time the invention was made, as evidenced by the 
references, especially in the absence or evidence to the contrary. 

No Claims are allowed. 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Paul C. Martin whose telephone number is 571-272- 
3348. The examiner can normally be reached on M-F 8am-5pm. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Terry McKelvey can be reached on 571-272-0775. The fax phone number 
for the organization where this application or proceeding is assigned is 571-273-8300. 
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Information regarding the status of an application may be obtained from the 
Patent Application Information Retrieval (PAIR) system. Status information for 
published applications may be obtained from either Private PAIR or Public PAIR. 
Status information for unpublished applications is available through Private PAIR only. 
For more information about the PAIR system, see http://pair-direct.uspto.gov. Should 
you have questions on access to the Private PAIR system, contact the Electronic 
Business Center (EBC) at 866-217-9197 (toll-free). If you would like assistance from a 
USPTO Customer Service Representative or access to the automated information 
system, call 800-786-9199 (IN USA OR CANADA) or 571-272-1000. 



Paul Martin 
Examiner 
Art Unit 1655 

06/22/06 




